To the editor: Cuthbertson et al. questioned the safety of single-dose etomidate, a valuable drug for intubation of patients with sepsis [1] . The fatal flaw in Cuthbertson's study was confounding by indication. Etomidate may have been chosen for sicker patients. The authors recommended that physicians enrolling patients in the study not use etomidate. Among induction agents, only etomidate and ketamine are considered hemodynamically safe. In light of the pressure not to use etomidate, physicians in this study probably chose etomidate only for the most unstable patients. From the authors: ''Another possible explanation could be that etomidate was used more commonly in patients with higher severity of illness due to its improved cardiovascular stability… We do not know the patient's severity of illness at the time etomidate was used so cannot say to what degree their severity of illness on trial entry and subsequent outcome was directly influenced by etomidate use… Data on reasons for etomidate use were not collected'' (our emphasis). This prospective observational study did not collect data on the most obvious potential confounder. How can a claim about the effects of etomidate be made when relevant baseline information was not collected at the right time?
The authors' theory is not a biologically plausible explanation for their observations. They acknowledge that the ability of etomidate to alter adrenocorticotropic hormone (ACTH) responsiveness lasts \48 h, yet the survival curves for etomidate versus no etomidate do not separate until 10 days after its administration.
The control variables used in the multivariate models were invalid. The Simplified Acute Physiology Score (SAPS) II and Sequential Organ Failure Assessment (SOFA) scores are collinear, because both scores assign points for renal failure, PaO 2 / FiO 2 , hypotension, bilirubin, Glasgow Coma Scale, and malignancy [2, 3] . This collinearity invalidates any model that includes them both. Of note, when they included only SAPS II in the model, the results were not significant (see Model 1 in Table 3 ).
The authors failed to adjust for multiple hypothesis testing-a critical requirement in a secondary analysis (especially when two models are shown, one insignificant and one borderline significant). The authors also overlook the rare disease assumption, required for reporting the odds ratio, which they should have converted to a relative risk, given that the outcome occurred in 33% of subjects [4] .
In summary, this manuscript presents statistically nonsignificant results from a confounded design. Its conclusions rest upon an implausible causal model and multivariate analyses lacking face validity, and contradict a methodologically sound, randomized trial [5] . A single dose of etomidate for rapid sequence intubation is safe, and no one should hesitate to use it for fear of adrenal suppression.
